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* Applicant; Jatoszoski et al. Group Art: 1635
Serial No. 09/939,518. anmmm I:oncI: Angc\l Ph.D.

Filing Date: 08/24/2001 o , ' o
Practitioner’s Docket No.: 1372.34 ) ; .
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Please cancel claims 3, 5, 9, 13- -and 19 without disclaimer to¢th¢1r content and w1t,lhout

. prejudlce to thelr ‘subsequent rmntroducuon mto this ora future: pa tent application.

"Exhibit A attachcd hereto indicates how the orlgmal claims 2 5 11,' 12, 15, 18 and 20
were amended t0 produce the amended claims 2, 5, 11, 12,15, 18 and 20 submitted

- herewith. Added tertns are undersoored amd deleted terms are bracketed

REMA KS

Assignee’s executed Revocanon of Powc.r of Attorney and new Power of Attorﬁey

+ documents are attached hereto. Apphcant has carufully studied the nonfmal Examiner’s Action
- mailed May 9, 2002 and ill:references cited thicrein, The amendment a:ppeanng above and these
| explanamry remarks are believed to be fully responsive to the Action. Accordmgly, this
important patent apphcatlon is now believed to he in condition for allowance
Applicant responds to the outstandmg Action by centered headmgs« that correspond to the
centered headings employed by the Office, to ensure full response on thb Iments to each tmdmg
of the Office. .Claims 1-20 are pending in the application.

gjections - .C.

Applicant acknowledges the' quotatmn of 35 U. S5.C§ 112 :
Claims 11-20 stand rc_]cctcd under 33 U.S.C. § 112, seporid paragraph, as bculg,
'mdeﬁmtc Recon31deranon and w1thdmwal of -this ground of rqdombn is requested for the
' reasons that follow. . o ' ;
Clains 11, 12, 18 and 20 have been rewntten to better descn%ae rthat which the apphcant

regards as the mventlon. In view of the amendud clatms, applicant nowlbehevcs that ¢laims 11- -

20 are definite with regard to the wntten dcscrrptum Applicant desmbes a molecule introducer

-'~Pagé3.
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Applicant: Jaroszesk) et al. : . o L. Group Art: 1635
‘Serial No. 09/939,518 - ' o Examingr: Jpne E. Angell PhD.
Filing Date: 08/2472001 : . Gk ‘
' Pra(.tmcmer 5 Docket No.: 1372 34

- atpg 7, lines 12- 14 as be'mg selected from a group consisting 6f a traqunal synnge mjectot jet-
injector, oral dose, or other means knowy-in the att. Additionally, apphcdnt descnbes an electric
field apphcator at pg. '8, Imes 12-14 as fout surface electrodes placed q‘n adJacent sides of the:
injection site and 4 seties of discrete elecms puises applied to the skm, add at pg. 10, lines 8-9 as
a perietrating electrode 'mserted into ‘the muscle tissue and elecmc ﬁe{lds applied. -As such,
, apphcant believes that the reJ ectmn of claims 11-20 have been overcome by ameéndment.

Clalms 9 and’ 19 stand 1cjcctecl ‘under - 35 Us.C. § 112, secoﬁd paragraph as bemg ‘

mdeftmte .
Clalms 9 and 19 have been cancelled

Apphcant acknowledges the. quotatlon of 35 U.58.C. § 102. i "
.Claims 1, 4-11 and 14-20 stand rejected under 35 US.C. 102(a) 1as anticipated by Lucas '

et al. (DNA and Cell Bloi Vol. 20(3) 183-8; March 2001). Apphc mt herein traverses the
,reference under 37 CFR § 1. 132 Accordmgly, the Lucas et al. reference is not prior art u_r;dt.r 35
US.C. 102(a). | .
. Claxms 1 4-5: and 14-20 stand rejected 1 tmder 35U.S. C 102(a) a& antxcxpated by Heller et
2l (DNA and- Cell Biol, 'Vol. 20(1):21-6; January 2001). Apphcim berein traverses the

: reference under 37 CFR § 1 132 Accordmgly, the Heller et al, refcrence i not pnor art-under 35
u. S C 102(a) '

Clatms 1, 4-5 and 14 20 stand m;ected uncler 35 US.C. 102(a) as ant1c1patcd by Bétten et

1
I

rcjecnon

Pags 4

al.. (Bmelech'ochemlstry Vol. 52 83-90 September 2000). Apphcant herein traverses the‘
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Group Art: 1635

Appltcam Jarosmsln etal. .
bne E. Angeil, Ph.D.

Serial No. 09/939,518
Filing Date: 08/24/2001
: Pmctltloncr 3 Docket No.: 1372. 34 N

Examiner: T

The Office contends that Betten teaches a method for famhtatmg a deliﬁery of a desired

moleculc into'a target tlssue comprising-a cell am.l applymg a substanﬁxalqy continuous low~1evel

electnc field to the target tissue for a dmatxon sufficient to effect a ch&ngF in porosity of the cell

of the target tissue sufﬁctcnt to facilitate entry of a desired molecule mto hn interior ofa, céll, pg

84 fifst column and pg 89, first column o
Bettan descrtbcs a method unhzmg, “pulses characterized by a ow voltage-to-distance
rzmo and a long duratnon” at pg. 84. Bettan goes on farther to descmabd the method on pg. 85,

whereby, “gach tumor was. submxtted to eight puls«,s of 20ms duratwn ht a voltage—to—dxstancc '

_ ratio ranging from 200 to 800V/cm”. Bettan summarizes his methnd on pg. 88, whcrcm ‘he

| describes; “using trains of enght pulses of 20ms duratxon ” Clearly, Bettdn is suggesting i scnes
of low-level pulses to effect the delivery of the molecule into a target tlssme '
.By contrast, the p;esent invention claims, “a. substantially cotmr}uous low~level elecmc
f eld" which is not eqmva.]cnt 16 the “series of pulses” taught by Bettanl The present invention -
discloses and claims 3 method for facxhtatmg the dehvery ofa de51red m«bleaulc wherein a smgle o
low-level ‘electric ﬁeld 1s applied foi’ ‘a duration sufficient to effect thc enn'y of the -desired
molecule into the cell. As such, the duration of the continuous lodv-level electric field is.
sufﬁc:emly lohg enough to effect the entry and 4 plurahty of low- le% pulses is not: requued
' Whtle the present mvcntmn does claimi'a plurahty of low-level e]ecmt: IICldb being apphcd, the
durfmon of each low—level ﬁeld applied is sufﬁcxem to effect a change in:porosity of the cg,ll of

the target tissue sufﬁcxem to facilitate entry of a desued molecule mto.an intetior of the cell. .

As such Bettan does not anticipate the use of a subsw.nt;ally continuous low-level .

clcctnc field apphed for a duration sufficient to facxlxtate entry of a mmlcdmlc into the mtcnor ofa

Received fom < 727507868 > 10912 206:0 PH Easte Daylght Tne]

cell.: The low-level pulse suggcstbd by Bettan is not sufﬁc1ent to effecf

into-a cell, rather itis thc senes of puIscs that is required.

Clatms 1, 4—6 8- H 14- 16 and 18-20 stand wjectcd under 35 U S
by Mir et al. (PNAS val. 96 4262 4267 Apnl 1999) Applicant herem

Paga 5 -

the entry of a molecule

o
H

C. 102(b) as anticipated. E

Tavexses the rejection.’
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" Applicant: Jarpszeski etal. . : o ; Group Art: 1635

** Gerial No. 09/939,518 3 : Examintr: Jone E. Angell, Ph-D.

. Filing Date: 08/24/2001 o : ' ; : :
Pracuhoner s Dockct No.: 1372 34

~ Regarding mdependent claim ' t, the Ol"ﬁce contends " that MJr teaches a method. for
fac1htatmg a delwery of a. desired molecule mto a target tissues comprrsm!g ;a cell, and applying 2
'substannally contmuous low-level electric field to the taxget tissue f'or A .duratmn sufficient to
effcct a‘change in the por051ty of the ¢ell of the target tissue sufﬁcwnt to fadﬂitgte entry-of a
desued wiolecule into an interior of dce]] pg. 4262, abstract. P | '

The Applncant agtees that Mir describes a “]ow~ﬁcld strength (lcs 5 fhan 300V/,cm) and of
a !ong duration (more than 1ms)”. However, Mu also describes in thc same sentence, .“.us'ing
square-wave electric pulses”. As such, Mir.is suggestmg a series ot ﬁow-lp&rel pulses, nof a
conmmous fow-level pu]sc of a duration sufficient to facilitate entry’ of] a ‘molecule into a cell.
) Mu' gOEs on to descnbe a’ variety of expcnmcnts on pg. 4262, last paragraph in which * 10
;- puls:s, 800V/cm, 4ms pcr pulse” “8 pulses, 250V/cm, 50ms per pulse gnd “6 pulses; 200V/cmy,
50ms” It is clear that Mir is suggebting the use of a series -of pulses. l\ikhr does not describe or
suggest the usé of a contmuous low-level pulse: of a duration long enoilgh to-effect’ entry of a
moiecule into a cell as claxmed by the present mvermon ; ,

Regarding mdependent claim-11, for the reasons cited abovc, Mir doés not anticipate a
system whereby a connnuous low-]eVe] cl ectiic ﬁeld is applied for a- duration sufficient to cffect
the-entry of a desired: molecule into & cell. As such, mdependent clalm 1.1 is not anticip;itcd by

Mir-and is believed to-be.in condmon,for allowance.

‘Claims 1-20 siand réjecteduhdc:f'Ss U.8.C. 102(b) as ant1c1patcd by Hofrﬁ'einn .létfg‘l;" (U;S.
‘Patent 6,055,453). Apphcant herein iraverses the rqectwn 3 vl o -

- Regarding-indepéndent claim I; the Ofﬁce contends that Hoffhapn teaches a methd for
' faclhtatmg the dclwery ofa desn*ed molecule into a target tissie compnsﬁg a cell and applying 8
substantml continuous low-level elcctnc field to’the target tissue for a duration sufficient t0 -
effect a change in porosxty of the ceIl of the target tissue sufficient to; facalitnte entry of a,desifed :
moleculc into an mtenor of a cell and cltes cul 1 lines 6-13; col. !0 lmes; 3~5:6v; and.coll." 11,
lines 63-65. |

Page 6 "

Receved fom < 7275078668 >at 0912 2057 PH Eastem Dayigh Tine] S



18/9‘3./2882. 1_4:52 7275078668 SMITH AND HOPEN PAGE 13

Apphcam Jaroszeski et al. C " Group Art: 1635
Serial No. 09/939.518 S ' . Examingr: Jone E. Angell, Ph.D.
Filing Date: 08/24/2001 ' : : .
Practitioner’s Docket No.; l372 34 :

_ Applicant agrees that Hofmarm describes at col 10, lines 3- 56 1he apphcatlon of low—
Jevél electric pulses of long durauon Hofmann further generalizes, “when the electric field is
low, the pulse length is long”. Hofmann also’ suggests a pulse leﬁgth of between about 10
' mxcroscconds and- about 100ms, - However, the descnpuons by Hofmann ll suggest the use’ of a
seties of pulses tofacilitate the entxy of the molecule. Hofmann does not dcscrxbe ot suggest'the
| use of a single low-lcvci electnc iwld that.is applied for a duration sufﬁ sient td. cffcct"the_entry
of the molecule into the cell As sucb I-Iafmatm does not anticipate mdependent'claimé 1 and 11

~of the prescnt.mventhn..

For the rcé\sons citeci above, Applicant believes that indépendeﬁt glaims 1 and 1} are now
in condltxon for allowance. _ ' o L
Claims 2, 4-8 and 10 are dependcnt upon Llaxm 1 and are therefo re alloWable‘asa'r'n'atter

- of law.
Claims 12 14—18 and 20 are dependcm upon claim.11 and: a;re dhcrefore allowable.as a

© mattér of iaw L : ,' : ;_. , :
. I the Office is not fully pcrsuaded as to the merits of Apphcant’s posmon or if’ an
'Ex-\mmers Amendment would plice the pending claims 'in condntion for allowancc A

u,lephone call to the undemgncd at (727) 507 8558 1s requested. :
Vcry respectfu]ly, 3

'SMITH & HOPENi -

By: .,_},_7;)45

USP’I‘O Reg 46, 457
© Suite 220 : .
- 15950 Bay.Vista Dnvle;
- Clearwater, FL 33760 .
{727) 507-8558 P
m Attomeys for Appl).camt

Dated: October 9, 2002

‘Pa'ga’f g . ]
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